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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )S Responsive to communication(s) filed on 29 October 2004 . 
2a)D This action is FINAL. 2b)E3 This action is non-final; 

3) Q Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1.4.7- 15. and 19-22 is/are pending in the application. 

4a) Of the above claim(s) 11 - 15 and 19-22 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) ^ Claim(s) 1. 4. and 7-10 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) ^ The specification is objected to by the Examiner. , 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-1 52. 

Pri rity under 35 U.S.C. §119 

12)Q Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

1 . Claims 2 - 3, 5 - 6, 16 - 18, and 23 - 28 have been cancelled previously. 
Claims 1 , 4, 7 - 1 5, and 19-22 are pending. 

2. A telephone call was made to Megan Williams, Attorney for Applicant, on 
01/07/2005 to request a clarification of Response to restriction Requirement, filed 
10/29/2004. It was clarified that Applicant's intention was to elect, with traverse, the 
Invention of Group V, claims 1 , 4, and 7-10, drawn to a method of upregulating the 
immune response comprising contacting an immune cell with an antibody that 
recognizes B7-4, as set forth in Restriction Requirement mailed 06/30/2004. 

3. Applicant's election with traverse of the Invention of Group V, claims 1 , 4, and 
7-10, drawn to a method of upregulating the immune response comprising contacting 
an immune cell with an antibody that recognizes B7-4, in the reply filed on 10/29/2004, 
as clarified in a telephone conversation with Megan Williams, Attorney for Applicant, on 
01/07/2005 is acknowledged. 

The traversal is on the ground(s) that claims 1,4,7, and 9-15 are generic for 
Groups II - VIII. This is not found persuasive because the Inventions of these Groups 
are both patentably distinct from each other, and different, such that prior art searches 
for these inventions are not co-extensive, and constitute an undue burden on the 
examiner. 

The requirement is still deemed proper and is therefore made FINAL. 

4. Claims 1 1 - 1 5 and 19 - 22 (non-elected Groups I - IV and VI - X) are 
withdrawn from further consideration by the Examiner, under 37 C.F.R. § 1.142(b), as 
being drawn to nonelected inventions. 



Application/Control Number: 1 0/068,2 1 5 Page 3 

Art Unit: 1644 

Claims 1, 4, and 7- 10, as they read on a method of uoregulating the immune 
response comprising contacting an immune cell with an antibody that recognizes B7-4. 
are under consideration in the instant application. 

5. Applicant's claim for domestic priority under 35 U.S.C. 119(e) and 120 is 
acknowledged. The priority applications USSN 09/645,069, 60/164,897, and 
60/150,390 appear to provide adequate support under 35 U.S.C. 1 12 for subject matter 
of the elected Invention claimed in the instant application. 

The specification on page 1 , first paragraph, should be amended to reflect the 
status of the priority application USSN 09/645,069. 

6. The title of the invention is not descriptive. A new title is required that is 
clearly indicative of the invention to which the claims are directed. 

7. Applicant's IDS, filed 07/05/2002, is acknowledged. 

Applicant's amendment, filed 07/05/2002, states that the references listed on the 
IDS have been previously cited by or submitted to the Office in the prior application. 
However, said references were not available to the Examiner at this time. Applicant is 
invited to resubmit the references to complete the instant file. The Examiner apologizes 
for the inconvenience to the Applicant for having to resubmit the references. 

It is noted that References B7 - B10 are not dated. Applicant is reminded that all 
references must be dated and have page numbers. 

8. The use of trademarks has been noted in this application (e.g. TaqMan™ on 
page 118). Each letter of the trademarks should be capitalized wherever it appears and 
be accompanied by the generic terminology. Although the use of trademarks is 
permissible in patent applications, the proprietary nature of the marks should be 
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respected and every effort made to prevent their use in any manner which might 
adversely affect their validity as trademarks. 

The disclosure is objected to because it contains an embedded hyperlink and/or 
other form of browser-executable code, e.g. on page 41 . Applicant is required to delete 
the embedded hyperlink and/or other form of browser-executable code. See MPEP § 
608.01. 

9. The following is a quotation of the second paragraph of 35 U.S.C. 1 1 2. 

The specification shali conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

10. Claims 1,4, and 8 - 10 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

A. Claims 1 , 4, and 8 - 10 are indefinite in their recitation of "modulating" 
because it is ambiguous as to the direction (upregulated or downregulated) of the 
modulating. 

B. Claim 8 is indefinite in that it recites a protein of interest by an arbitrary 
protein name, "B7-4". The instant recitation fails to distinctly claim a method comprising 
contacting a cell with an "antibody that recognizes B7-4" because the identity of the "B7- 
4" protein is unclear. 

As reviewed in Liang et al. (Cur. Opin. Immunol. 2002; 14:384-390) and 
Greenwald et al. (Cur. Opin. Immunol. 2002; 14:391-396), others in the field have 
isolated the same protein and given it entirely different names (e.g. B7-H1 or PD-L1 ). 
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Applicant should particularly point out and distinctly claim the "B7-4" protein by 
claiming a sufficient number of characteristics, or SEQ ID NOS, associated with the "B7- 
4" protein to clearly distinguish a "B7-4" protein from other proteins. 

C. Applicant is reminded that any amendment must point to a basis in the 
specification so as not to add new matter. See MPEP 714.02 and 2163.06. 

1 1 . The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to make and use the same 
and shall set forth the best mode contemplated by the inventor of carrying out his invention. 

12. Claims 1,4, and 7 - 10 are rejected under 35 U.S.C. 112, first paragraph, 
as containing subject matter which was not described in the specification in such a way 
as to enable one skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and/or use the invention. 

The instant claims, as limited by the elected Invention, are drawn to a method for 
modulating an immune response by contacting an immune cell with an antibody that 
recognizes B7-4. 

The specification discloses in Example 2 on pages 116-117 that B7-4 is 
expressed on some, but not all immune cells. In particular, B7-4 is disclosed not to be 
expressed on unstimulated monocytes, unstimulated B cells, and a number of B and T 
cell lines. Therefore, the specification does not enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to practice the claimed 
method as it applies to the broad genus of "immune cell." 
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Claim 4 is included because, even though it limits the method to specific types of 
immune cells, it still encompasses cells, such as B cells, for which it is unpredictable 
whether they express B7-4. 

Without sufficient guidance, it is unpredictable whether a particular type of 
immune cell expresses B7-4 and is suitable for practicing the claimed method; thus the 
experimentation left to those skilled in the art, is unnecessarily, and improperly, 
extensive and undue. 

13. Claims 1, 4, 7, and 9- 10 are rejected under 35 U.S.C. 112, first 
paragraph, as containing subject matter which was not described in the specification in 
such a way as to reasonably convey to one skilled in the relevant art that the inventors, 
at the time the application was filed, had possession of the claimed invention. The 
following written description rejection is set forth herein. 

It is acknowledged that the elected invention limits the "agent" to an antibody that 
recognizes B7-4. However, the following rejection is set forth with respect to the 
breadth of the instant claims as currently recited. 

The written description requirement for a claimed genus may be satisfied through 
sufficient description of a representative number of species by actual reduction to 
practice, reduction to drawings, or by disclosure of relevant, identifying characteristics, 
i.e., structure or other physical and/or chemical properties, by functional characteristics 
coupled with a known or disclosed correlation between function and structure, or by a 
combination of such identifying characteristics, sufficient to show the applicant was in 
possession of the claimed genus. (See Federal Register, Vol. 66, No. 4, pages 1099- 
1111, Friday January 5, 2001 , see especially page 1 106 3rd column). A "representative 
number of species" means that the species which are adequately described are 
representative of the entire genus. Thus, when there is substantial variation within the 
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genus, one must describe a sufficient variety of species to reflect the variation within the 
genus. MPEP 2163 IIA3a.ii. 

The claims recite a method utilizing an "agent" which modulates signaling via PD- 
1 . However, the specification does not appear to provide a sufficient number of 
representative species to support a genus of "agents". The specification discloses only 
antibodies to PD-1 and B7-4, as well as nucleic acids and soluble forms of these 
proteins, as "agents" that downregulate the interaction of B7-4 and PD-1 (e.g. pages 72 
- 73). These "agents" lack a common structure essential for their function and the 
claims do not require any particular structure be shared by the instant "agents". The 
genus of "agents" is thus extremely large, and the specification does not reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. 

Thus it does not appear based upon the limited disclosure that Applicant was in 
possession of the necessary common attributes or features of the elements possessed 
by the members of the genus in view of the limited number of species disclosed and the 
extensive variation permitted within both the genus of "agents", including, in particular, 
"agents" that are "small molecules." 

Consequently, Applicant was not in possession of the instant claimed invention. 
See Regents of the University of California v. Eli Lilly and Co . 1 1 9 F.3d 1 559, 43 
USPQ2d 1398 (Fed. Cir. 1997). Adequate written description of genetic material 
"'requires a precise definition, such as by structure, formula, chemical name, or physical 
properties/ not a mere wish or plan for obtaining the claimed chemical invention." Id. 43 
USPQ2d at 1404 (quoting Fiers, 984 F.2d at 1 171 , 25 USPQ2d at 1606). The 
disclosure must allow one skilled in the art to visualize or recognize the identity of the 
subject matter of the claim. Id. 43 USPQ2d at 1406. A description of what the genetic 
material does, rather than of what it is, does not suffice. Id. 
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Applicant is directed to the Guidelines for the Examination of Patent Applications 
Under the 35 U.S.C. 112, U 1 "Written Description" Requirement, Federal Register, Vol. 
66, No. 4, pages 1 099-1 111, Friday January 5, 2001 . 

14. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 
that form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), 
by another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 351(a) 
shall have the effects for purposes of this subsection of an application filed in the United States only if the 
international application designated the United States and was published under Article 21(2) of such 
treaty in the English language. 

15. Claim 1, 4, and 7- 10 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Holtzmann et al. (US Pat. Pub. 20020055139; see entire document). 

Holtzmann et al. teach a protein of SEQ ID NO:42 (TANGO 509), which is 100 % 
identical to SEQ ID NO:4 (B7-4) of the instant application (see the attached alignment). 
Holtzmann et al. teach that biological activities of TANGO 509 include the ability to 
modulate the activity of immune cells, such as B cells, T cells and monocytes 
(paragraph 0094). Holtzmann et al. further teach and claim a method for modulating the 
activity of the polypeptide by contacting the polypeptide or a cell expressing the 
polypeptide with a compound which binds the polypeptide (claim 21), wherein the 
compound can be an antibody to the polypeptide (paragraph 0100), and the step of 
contacting may occur in vitro or in vivo (paragraph 0776). 

Thus the reference teaching anticipates the claimed invention. 
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16. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See In re Goodman, 1 1 
F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Long/, 759 F.2d 887, 225 

USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and, In re Thorington, 
41 8 F.2d 528, 1 63 USPQ 644 (CCPA 1 969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1.130(b). 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

17. Claims 1, 4, and 9 - 10 are rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1 - 9 of U.S. 
Patent No. 6,808,710. Although the conflicting claims are not identical, they are not 
patentably distinct from each other. 

The instant claims are drawn to a method for modulating an immune response 
comprising contacting an immune cell with an agent that modulates signaling via PD-1. 

The claims of U.S. Patent No.6,808,710 are drawn to a method for 
downmodulating an immune response comprising contacting an immune cell expressing 
PD-1 with an agent that binds to PD-1 , wherein the agent comprises an antibody to PD- 
1 in multivalent form, such that a negative signal is transduced via PD-1 . 



Application/Control Number: 10/068,215 



Page 10 



Art Unit: 1644 

Although it is acknowledged that the elected invention in the instant application is 
drawn to a specific agent which modulates signaling via PD-1 , the broad claims as 
currently recited in the instant application are anticipated by the claims of U.S. Patent 
No.6,808,710. 

18. Conclusion: no claim is allowed. 



19. Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to ILIA OUSPENSKI whose telephone number is 571- 
272-2920. The examiner can normally be reached on Monday-Friday 9-5. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christina Chan can be reached on 571-272-0841. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

ILIA OUSPENSKI 
Patent Examiner 
Art Unit 1644 

January 8, 2005 
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